
 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 


	Background on Draft NTP Approach for Systematic Review and Evidence Integration for Literature-Based Health Assessments Andrew Rooney, Ph.D.National Institute of Environmental Health SciencesNTP Board of Scientific Counselors MeetingDecember 11, 2012
	OHAT Evaluation Process.  The draft NTP Approach outlines the framework for developing NTP Monograms.  The steps fit within the larger context of the OHAT evaluation process which will be discussed in detail in a presentation late today.
	What is Evidence Integration to the NTP?Evidence integrationprocess for reaching conclusions on the NTP’s confidence across a body of studies within an evidence stream (i.e., human and animal data separately) and then integrating those conclusions across the evidence streams with consideration of other relevant data such as supporting evidence from mechanistic studies Why not “Weight of Evidence”?Lack of consensus on meaning (Weed et al., 2005)
	Step 4: Assess the Quality of Individual StudiesStudy quality or risk of bias  Are you confident in the study findings?Existing methodsEstablished risk of bias tools for randomized controlled trialsSingle summary scores for “study quality” are strongly discouragedReporting quality checklists are not risk of bias toolsNo existing consensus on how to assess risk of bias forObservational human studies, orAnimal studies
	Step 5: Rate Confidence in the Body of EvidenceConfidence RatingHow confident are you that findings from a group of studies reflect the true relationship between exposure to a substance and an effect?Existing MethodsThe GRADE approach is a widely accepted method for rating confidence in a body of evidenceNo guidance for animal studiesAll observational human studies are given the same initial low quality (e.g., case-report = prospective cohort study) 
	The NTP Method to Rate Confidence in the Body of EvidenceRate confidence that findings from a group of studies reflect the true relationship between exposure to a substance and an effectMajor issues brought to BSC WG for commentMethod for rating confidence based on GRADE and AHRQ approaches adapted to address data relevant for environmental health questionsInitial confidence based on study designExperimental animal studiesat same initial rating as RCTsBroader initial confidence rating to address range of human observational studiesDecreasing/IncreasingAdditional factors consideredfor increasing confidence (e.g., consistency across animal models or species) Confidence rating by endpoint/outcome is used in steps 6 and 7  
	Step 6: Translate Confidence Ratings into Level of Evidence for Health EffectsLevel of EvidenceWhat is the level of evidence for a health effect (or no effect)?Additional step is necessary to consider bothConfidence in the association between exposure and outcome, andDirection of the effect (toxicity or no toxicity)Major issues brought to BSC WG for commentEvidence of health effects can be either “sufficient”, “limited”, or “inadequate”A conclusion of evidence of no health effect requires high confidence



